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DETAILED ACTION 

Request for Continued Examination 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
01/16/2008 has been entered. 

Status of Application/Amendment/Claims 

Applicant's response filed 1 1/26/2007 has been considered. Rejections and/or 
objections not reiterated from the previous office action mailed 09/20/2007 are hereby 
withdrawn. The following rejections and/or objections are either newly applied or are 
reiterated and are the only rejections and/or objections presently applied to the instant 
application. The text of those sections of Title 35, U.S. Code not included in this action 
can be found in a prior Office action. 

Claims 1 , 10-11, 15 and 29-30 are pending and currently under examination in 
the current application. 

Response to Declaration 

The declaration filed on 10/25/2007 under 37 CFR 1 .132 is sufficient to 
overcome the rejection of claims 29 and 30 are rejected under 35 U.S.C. 102(a) as 
being anticipated by Tenbrock et al. (Journal of Immunology 2002 cited in PTO form 
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892 filed 01/17/2006) and the rejection of claims 1, 10-11 and 15 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Tenbrock et al. (Journal of Immunology 2002 
cited in PTO form 892 filed 01/17/2006) in view of Rosenberg, S. (US Patent No. 
5,126,132) 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 10-11, 15,29 and 30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Solomou et al. (cited in PTO form 1449 filed 09/24/2004), Weintraub 
(Scientific American, 1990), Monia et al. (US Patent No. 6,159,697), Symonds et al. 
(US Patent No. 7,345,025) and Gruenberg et al. (US 20030134415). 

The instant claims are drawn to a method of increasing IL-2 production in systemic 
lupus erythematosus (SLE) T cells in a patient that has SLE comprising administering 
gene modified T cells to said patient, said T cells having been modified with an 
antisense cAMP response element modulator (CREM) or a plasmid vector expressing 
an antisense CREM, thereby increasing the expression of IL-2 in said T cells in said 
patient. The instant claims are also drawn to a method of increasing IL-2 production in 
T cells from a SLE patient comprising removing T cells from a patient and treating said 
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T cells with an antisense CREM to increase IL-2 production. It must be noted that 
"leukophoresed lymphocytes" are not defined in the specification and because T cells 
belong to a group of white blood cells called lymphocytes, leukophoresed lymphocytes 
for purpose of prior art considered T cells. 

Solomou et al teach a method of increasing IL-2 production in T cells harvested from 
patients with SLE (see abstract). Solomou et al. teach IL-2 is a growth factor for T 
lymphocytes and is exclusively provided by T cells and further teach T cells from SLE 
patients produced decreased amount of IL-2 (see page 4216). Solomou et al. teach the 
decreased production of IL-2 in SLE T cells is a result of gene transcriptional repression 
mediated by the binding of CREM (see page 421 6). Solomou et al. teach SLE T cells 
have increased levels of CREM and show CREM is a strong repressor of IL-2 
production. Solomou et al. teach SLE patients with decreased T cells functions are 
more susceptible to life-threatening infections (see page 4216). Solomou et al. does not 
teach modifying T cells with an antisense targeted to CREM and does not teach a 
method of administering the modified T cells to a SLE patient. 

Weintraub teach that antisense oligonucleotides can be synthesized to hybridize 
to any target sequence and inhibit expression of any protein provided the target gene is 
known (see page 42). Monia et al. teach general antisense targeting guidelines and 
teach targeting any region of a desired target (see columns 3-6 generally) and teach 
antisense compounds can be delivered to cells in a plasmid (see column 2). Monia et 
al. teach antisense compounds are commonly used as research reagents and 
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diagnostics and teach such antisense compounds can be used in methods to inhibit the 
expression from a target gene and in methods of treatment of diseases. 

Symonds et al. teach genetically modifying any type or progenitor cell with 
antisense molecules and reinfusing these cells into patients for therapeutic treatments 
(see columns 13-16). 

Gruenberg teach a method of producing a population of immune cells for use in 
adoptive immunotherapy. Gruenberg teach T lymphocytes can be harvested from 
patients, enriched and then infused back into a patient and teach the cells have 
therapeutic applications in patients suffering from a variety of diseases such as SLE 
(see page 2, especially paragraph 0014 and 0015). 

A person of ordinary skill in the art, upon reading Solomou et al., would have 
recognized the desirability of increasing IL-2 production by inhibition of the suppressor 
protein CREM in SLE patients. Both Weintraub and Monia et al. teach a known method 
of inhibiting expression of a target gene using antisense molecules. Furthermore, 
Gruenberg et al. teach method of treating patients with SLE using T cells that would 
reasonably been expected to be applicable to a method of increasing IL-2 in SLE 
patients. Further, Symonds et al. teach methods of genetically modifying progenitor 
cells from a patient using antisense molecules that would reasonably been expected to 
be applicable to genetically modifying T cells with an antisense compound, as instantly 
claimed. Therefore, because Weintraub teach any antisense can be synthesized to 
target any gene if the cDNA is known and Monia et al. is considered to comprise 
detailed instructions on how to make and use antisense compounds to any target, it 
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would have been obvious one of ordinary skill in the art to try the methods taught by 
Weintraub and Monia et al. to decrease the expression of CREM protein in an effort to 
increase the production of IL-2 in SLE patients. 

Thus, because it is taught in the prior art how to inhibit expression from any 
target gene and it was known in the prior art that inhibition of the expression of the IL-2 
suppressor increases IL-2 production in T cells of SLE patients, which have been taught 
to have therapeutic effects SLE patients, it would have been obvious to genetically 
modify T cells to inhibit CREM expression in an effort increase IL-2 production in SLE 
patients. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kimberly Chong whose telephone number is 571-272- 
31 1 1 . The examiner can normally be reached Monday thru Friday between 7-4 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Schultz can be reached at 571-272-0763. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
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problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 
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